
0 3/0 is i 
fiO/ffl 03.11.2003 



- '5 



0 \i 



> • t 




^ A^a (nan ssisi gjMjn ess. 

This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



m m 2i m. 

Application Number 

s m y m m 

Date of Application 

tie! 

Applicants) 



10-2002-0067653 



2002^ 11S 02S 
NOV 02, 2002 

0I3S 

LEE KYUNG LIM 



Q_ 
O 

o 

UJ 
_l 

CO 

5 
I 

I— 

CO 

UJ 
CD 




CERTIFIED COPY OF 
PRIORITY DOCUMEW 



2003 



t3 11 



I 03 



COMMISSIONER 




DOCUMENT 

(JBMTTTED OR TRANSMITTED IN i 
OMPLIANCE WITH RULE 17.1(a) OR (b) ! 



102(^^7653 o^ } . 2003/11/14 

rasing] 

immmm 2002.11.02 

[i> h g°l S^S^l Composition for preventing secretion of immunoglobulin 

E-dependent histamine releasing factor 

[MB 21 3E] 4-2000-026470-8 
[CHEIPJ] 

[ CH £1 01 3 H ] 9-1 999-000536-0 

isLmm °Ji^ai] 2002-080735-8 

[CHEI9J] 

[ CH El PJ 3H] 9-1 999-000634-5 

[SS^gj^suj^j 2002-080737-5 
[CHEI9J] 

[S3] p^g 

[CHEI9J3E] 9-2000-000155-5 

[SS^j SPai J 2002-080738-2 

rS@9J3H] 4-2000-026470-8 
IBrSXH 

[49 °l geH3|] CHOI.Seung Hee 

[^EJS^Haj 780915-2149115 

120-750 

f^l KR 



22-1 



1021 




7653 



1^1 xii 



[S¥Aif|] 



m mm&M m m=?mu q. chbi2j 

^sS (&!) CHBiei 

sg^i (oj) qj£ie] 
oj-^g (oi ) 



^ 2003/11/14 



m$\m HI60i°J Oil £| 



20 

2 

0 



9 

a 



13 g- 
556,000 m 

?m (7o%ae> 

166,800 a 

1. S2fAH-SA||AK£ei)_1 



29,000 S 
2,000 m 
0 ^ 
525,000 €! 



22-2 




<^>: 2003/11/14 

- *^ **** igE-^m^ ^i^-i * 0 ># oi^oj) o.^- ^ w 



til 



£ 3 



22-3 



102^^7653 #3 2003/11/14 

ol^-ic#S-i-^ o] Sl^^l ^J-# oix>^ ^-ti] o^]-g- {Composition for 

preventing secretion of immunoglobulin E-dependent histamine releasing factor} 

£ l£ HRF7> cj-^ ^ofl uj-Bj-vfl S^^r. 

£ 2^ HRF7> <£e]*l o}*fl a| £ ^r«l^^r M-b|-^ £°14. 

£ 3^ S^#o] ^l-^ofl <2]*fl ^7>£)^ HRF ^^If-^- q-Hf 

£ 4^r ^#o] oj-ej*] o-^^^] o^fl ^7}s\^ 1^ HRF ^3E» 

<5> ^. igE-o^^aj SliE^ ol^>( immunoglobulin E-dependent histamine 

releasing factor: 0)%} 'HRF'Hf tW^l ^-«] ^-g- ^ ZL sf^-^ -§-^1 ^r^b 

4. 

<6> HRF^ ^a^) ^ IgE-sl€^ ^7] <£-§-( late phase reaction, *}*} 'LPR* <>1Ht 

4)^1 ^71 ^-(basophil)* 7>^-§H ^l^Bfnl ^til^ -FK£^-_0^ 

tfo^ o^^] D H 7 fl*Kr ^^.S. <£b^ ^(McDonald et al., 1995). 
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102^7653 ^ 0 ^ >: 2003/n/14 

<^> SL* HRFfe IkM^f a7 ]«,AJ ^^o^oj o^n^lvKArt-isimn)^ 

S*3 *<g= c^oj #SLZSi ^cKBhisutthibhan, 1998). 

<*> HRF7> **t^ o>^^ li(anaphylaxis) . € ^ f ^ 

7ltf*|*W, mi(hay fever), OpS^ sJJ^ ^-o) t ^ « 

<9> HRFfe ^jc ,froj» ttqgo] fl^-fiLS ^ ^eMs. 

(signal peptide)» ^ Afl^ ^^oju).. ^ ij^^s. H RF7 r 

rf^ ^^ 7] . ^o.^ (McDonald et al . , 1995), HRF^ a|5 SJJfHH 

IgE-^^ (sensitized) ^7]^ * r ^*H *]^^^ ^-Hl^Tfl ^tf^ a>^o] ^^cf. 

10> ^-HfAl, Afl^« ^^O] HRF7> A|l ^ 3-alS)*r 7]*hfr tf*^, zi 

^ flfe 7fl^o.^ > HRF7> -fr^fe ^^37 sj*^- ^o) 3 

HRF*^ «eM=.* 7WzL ^ ^^.ofl^s. « 

^a. ^7]^ -S^iUIS *!*Kbasic fibroblast growth fact or (FGF-2) ) , plasminogen 

activator inhibitor 2(PAI 2), ^ (carbohydrate-binding protein 30(CBP 
30)) f-ol 

^ = (Na.K-ATPase pump)7> FGF-2 ^ &i=Rr g^a}^ w r 5^ 

(Florkiewicz RZ, 1998). 



n> 
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102( ^P 7653 2003/11/14 
' 13> A HH1 £ ^T^^m^r HRF 5£^r =-5= ojo. ^ 

7>^*H, HRF 5] -g-Hl ^lZL, HRF ^^]^ ^ 

C14> ^oflAife HRF ttil ^-§- ^ ZL ^JUt ^cf. 

[tfS^ ^ £ *]-§-] 

:i6> ^(proton pump) *l*f| x]u]-^ ^o]p]c^?]l ^ 

-irCbenzimidazolic compound)^- -R- Jl-*3 ^- tMrt!:^. 

:17> ^5= ^flofl <2^H ^ol^-( H +)-g- ^l^rt ttVO^ W 

^^H=r ^^tl H+-K+ ATPase* £}*]th}. 
18> iL te o]n]uHj^] W#^r teolp]4^ ^ v\ ej ^(pyridine) is] 

^ zl a]-o]o]1 ^*]*|-^ ^]€^3r|^7l (methyl sulfinyl group)S. <>l^-<H3l -g-*fl^ ^7]^. 

19> i] 

o 

Het 1 — S CH* Het 2 



20> 



Ol 77 Hot2i=. K — * 



^ 1^ Het 1-8: A' o]j L> Het 2^ V' o]^, Rl ni R 2^ ^^^u}- Aj-o]^> 
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102^^7653 # ^ 0 ^ y 2003/11/14 

*ms\JL, R4, R5 g R6^ Pfl^, nfl^A], ^|^A1 H ^A] $ H xLj 

€■ M«M fe°l«ltiHM ^Sfl^oji. ^^^(omeprazole), ^sr^ 

(lansoprazole), ^r£Hef#(pantoprazole), eJ-Ufl = 2f#(rabeprazole) ^>u}. o] 

:23> ^o] ^^ojnl^^ 3^#£r <$^\ ^tflfl-^S.^, ^ <q«^. HRF7> * 

3* ^th}. o]^r «#^*> Jg=7> HRF^) ^SSAi ^-§-^>7l nfl^-o]^. 

24> £ Al-g.^ f^TE^ ^JE» ^7H7l^ ^ 

* HRF <*Mm 4 s 

26> £ HRF°fl -fHMfc 2^ <^x) ^ a ^ 

•W-*«Mi f Hlfl. 43*14 ^; Wf o>sal^ *^3jd>iJ o|i£ 

27> £ ^7] #^#3Zf ^ £ ^ o. A> ^ 7]^ x]^ ^7>^ -frj^ 
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^^tUfenoctimine), *afltl*Koleic acid), ?Hl*!(catechin) , 
^-l-Al^Cscopadulciol), ^eJ^S.*) ^-^^(pentagalloyl glucose), ^-^(bufalin), 

^>3.S.^o]^.(macrolide)^l Wr€^r°]^(bafilomycin) ^ ^H^o] 

(concanamycin) ir ^d^^ *>M- ir^-lr ^7>S. ^^-o_s. D-ft-li- ^ £>tf . 

^1. fl**. *%*fl, *^^) ^ 7 >-g-^l» A>-g-^- ^ 

*|-g- 7>^ ^Jflfc ^Tjdj, ^# *l<g^, cj]^ H ^ -g. 

7fl£$Hj*H, ^afl ^ ^7HA1 ^7HH ^-§-<3, 

Mj-oJj ^ ^ ^A]~g- , ^ ^ ^ ^j^. - ^ c, ^ o}7} ^ 

^r°>^ 5E^ Remington's Pharmaceutical ScienceC^e^:) , Mack Publishing 

Company, Easton PA°fl 7flA]E)c^ ^ °}-%--5}<q A ^^r°fl ^Sr, SE^r nfj-E)- 
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102 *|P 7653 ^ QxV- 2003/11/14 

<32> £ TO £| ^ ^ 3^1, A^, ^, 

<33> £ TO^l ^}*Rr "o^l ^ ^Jjtfl, *^lfl, 4^tfl, e^-xfl, ^ 

^. 4 7 <H, wj^xfl, 3)^, £ ^ ^ Jf-sfl ^cls. ^ 

<34> £ TO 3 -t-B-^ ^-f , Sfleo] ^ o. 

*f|^ 1kg # 20mg-ir, 1kg # 100 y g~lrog^g- ^>-g-^ o] H>^^|-cf. ^. 

TO^l o^t^ S^#<>ll f-a-^ -frjL^ 

- ^HE- ^ t^, ^ "3^, *f|^, <gi& ^Bfl, ^« ^ 

<35> ^ TO3 o)n] ^o]^]^- ^ t^-^ej^ ^014 

^^H§ *]5L<* A>-§.£)J7 &±=- «?V^ol O^^g «} o^O.^, ^]ofl igtf^ «- 

&£r4. 

<36> £ TO^ SE^ ^HJl^, ^ *}sL ^ ^#^"3 A> 

<37> o]^, ^X\d\)6\) £.Cf ^1*) ^^^1°>, o]%£. TO^ 0 |^ # ^. 7] 
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<38> [^H 1] 2^#<>] HRp j-^j. 

<39> £ t^s] HRF *ul <3*1] J^-fr ^^|-7l ^*fl, ^ HRF ^h]^ <^s^] 

, O-^JL <£e]*l -jf^l-^oj ^ ^711 # ^tl ^, ^ # o] HRF^ £.«H 



<43> 



<40> 1) HRF ZL?]51 <g^X\ O-^g-^o] ^ ^-^) ^o) 

<4i> HRF -g-w]^ <£s^l n^ji <£ e ^ o.^-^^ ^ ft3W ^ o.^ ^ 

<42> i-D r^ig. ^$HH HRF^ 

€^ ^r-S-i: M-El-ifl^ *7>, o> i3 i)^ o]<qo} cf= <£e^°fl o^f] ^ tiKg-^ q-^ifl^ $7>, 

7]w ^ ^ ^ ^ ^ ^ 6>^^Ali ^(food-dependent 

exercise- induced anaphylaxis)^: M-Bfifl^ ^-n>^l ^j-*} cj-«#tb ?§eJ]o] ^ajx] ^-7.]. 

» HRF^ ^h] ^ 7 >» 

^ A l^°l S.^ *H M-Ehflfe ^ ft*(dual response) o}-^ 

11 ^a} aJ-foflnV € ^ av-g^g. uf-Efxfl^ ^71 Nearly response) ^ 
SI**. 



J44> 



:45> 
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*H ^7]^^Al ^t= 7 }- o^-. i^Kg- ^.^^ AJ-7] A]jg. 

3^ #^ ^ ^^A17)JL Aitl ^, 12000rpnHH €^ 

^7> A> 7 ]Sf ^o] §Hl^ A] S ofl cfl-gfl, ^jA]oj] 1^ 2-1)4 ^7>^^ ^of) o| ^ « 

<48> H xo)] uj-^vf W >S>)- ^o], o)-^^ J=o}ofl cfl^- oj^ HV-O ^ Ka )4 f S7 ] h>o. ^ 

(b), o^s)^ 4€- ^b^I ^ ^ *7Hc), £3*1^ 71^1 ^ «-A>( d ), ^ 

^#1 ^ -g-^^] ^ °>^sH£: i^Bftfl^ ^7>( e ), «*Kf)3| ^^HH^r 5L 

" HRF7> 3#£J8*=|-. ti>^ t^HH^ HRF7> 7^ &jfrtKg). 

<49> o]^ei HRF^ 4^ ^*HW HRF ^-w]^ oj-ej*] ^-^H ^jl 



c50> 1-2) C48/80O)] HRF^ ^7} 

;51> ^s^l -S-W^o] HRF^ g-ttH nl^fe <g$^. ^^>7) fltfl, tflS^o] ^gj^ 

^tl C48/80C compound 48/40, Sigma)* cf^-Jif ^o] ^-g- ^^j§].^tf. 
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102 T§P 7653 *3 2003/11/14 

<52> HRF £«1 *\)S. 3*3. U-937 ^3L» <&tf|tfM, 1% IHFWl. 100U/M ^ 

lOOU/m* ^m^S.T»H^l, 10% -MoV!^ ^7>tb RPMI 1640 afl*H*l 3 7 <c, 5% C0 2 ^ ^£.2. 

<53> U-937 M}2.£\ tifl^^^- lOOOrpm^H 3 £-# -S^^-BlSM ^§>ul, <?1#^§^ 

(phosphate buffered saline(PBS) : 200mg/ Z ^sJ-zHr, 200mg/£ ^-^H^gr-f-, 8g/ i ^i}Bf 
, 1. 15g/ 1 <a^^q-H#)S- l«i ^1^«_V * , tH lOOOrpm^l^ 3^-# ^^^-^^ ^ 

<54> ^111 1% L-^f-Br^tM: RPMI «fl*l» 7}*}jl ^#<H 7>e}-&£: 

^1S7> tifl^)^ ^ ^o]^ ^ ^ ( ^oj}^ He1 ^. M.-( tryphan blue> GibcQ BRL)S 

«^§H ^rS^ ^» ^^^cf. 6 € «5flolS(well plateH ^ 10^*) AfljE. 

» ^H^JL, 5Al^> 37-C, 5% C0 2 ^ 7 ]o> #3) is>o)) « 0 V^l^cf(cell 

starvation). Aflx 7 ]a>7> 3s 4 €^1 C48/80(Sigma) Opg/m-e, 2 y g/ra£, 4pg/M, 

6ygM, 8ug/me, 10vg/vd 30^1} x\z)f>}3L Afl3E<4 ^^(supernatant)* ^S. ^-e) 

<55> ^qo\) lOOmMPMSF, lmg/ml <>>=iM\i(aprotinin), 1M ^^M^benzamidine) , 10 

mg/mi ^-^^(leupeptin)AS. ^^g-Sfl&dii ^^(protease inhibitors 

cocktail)* |7}tH, ^l-g-tr ^7l(centricon, Sartorius)^. 4T? , 12000rpnHH 

€^^-5]^ 1/1003 3M**r5atr. 

<56> ^ono)] 4 >^] S ^-^(sample buffer: 1M HH^(pH 6.8), 10% SDS, 100% 

(glycerol), oje] jEL-f-^ ^(bromphenol blue), HflEf ^^S^l^(|3 
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-mercaptoethanol), ^I^K 1 )* ^ 7}tf-JL , #6)1 10^r# ^7} ^ a] :f , ^a] <g-g-_o 

ojE^t!: 4^-8: £<H*l 15% SDS-PAGE ^ o]-g-^ ^l^^r ^F, t-|H 

5.>S«-3.i ^(nitrocellulose membrane H ^H?} 3)]^ (Western blotting) *<H^ 

**H ^*r^l^r tS7l HRF (anti-rabbit polyclonal HRF 

antibody)* 1:4000JL5. ^#^1 s)^^H A r-§-^2., *l*HMlfe %K£7|-HRP INI 
( ant i -rabbit horseradish peroxidase antibody)* 1:10000.^.3. ^-f^^H s)^^><^ A>-g-^>^c}- 

£ 2*)} M-^^rf. 

£ 2^)1 M-e}^ w r <4 ^-o], ^s]^] C48/80£- ^E^^i^L HRF^ ^ 7 > 

^l^ 1 }. °]2-i^r ^3°. 5. C48/80£r HRF ^o] ^7}^)S, A>-g-5)^cf. 



2) ^fls 

^st\ S^-g-o. ^.p))S^(Sigma)-ir ^l^r-i-^ 13mM^ ^£1 ^ ^^>^cf. 
^3 ^^ofl trfl^ 3.^ = ^0} ^f^ £7 } 10pM, 100 p M o] s) 



<63> 



3) HRF £Hl J:^ 



<64> 
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#7] ^aHI 10} 1-2 )2f p}t7}x)s] ^0.5. 6 € §5flolB^| ^rJl 5*m . 

7]o}#3HH ^, oFF ^£ *^*r*l ^ ^, C48/80^ lOpg/M J^iliEL 

A^-Br ^ lOpM, lOOpM SjBjtr J2.ifce}-# lOpM*]- C48/80 10pg/ra£» £o) 
5-, lOOpM^ C48/80 lOpg/inM: ^ AA §wl*H, ^)SL^ W 0 -3 

^r^€ >H13Ett PBSS. 1«1 Afla^Kn. 12000rpm<>lH 10^ ^^^e)*H 4*1 7 r 5}-&*! 
3s ^ ^^(cell lysis buffer: 20mM HB^(pH 7.4), 150mM 5mM EDTA, 

0.5% ^*l#5)HH(deoxycholate), 2mM EGTA, 1% NP40, ^-«HJl^ ^^Hl ^^l 

^ l-^^(vortexing)*>^T^. 

-8-71 Ali^M* 30£-# <g-g-ofl 2-33 ^£ 12000rpn4H 

10£# «4«r3*M W^-fr fl*r5R4. *J^» «Hfl3L= (Bradford 

as say) ^ #«J?^ 3%=# ^, ^ <£°] ^-f-^ #^<*M 4 ^§-^ 7> 

10^r# ^ ^7l^^t X\s.^ ^«l^tf. # 7 ) >iA]of| i<q ^71-xlo} 

y o^°fl ^*fl **J* ^, ZL ^3Zf# £ 3 ofl T^lfl^C]-. 

£ 3°fl M-Eh+ W>5f ^o] ( £ ttVxgo} C48/80 ofl ^-gfl ^ 7 >S)^ HRF ^H]! 

^-^ ^^WK °1*1^ HRF^ ^-Hl7> <>^^> ^SMH ?l og no]., 

HRFS] £b)6\} c$s§x} ^H7} ^M^j-fe <y- 4, oi^ 
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<70> 
<71> 
<72> 
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2003/11/14 

1) £ 2:^-§- ails 

^r£^sf#(Sigma)* PBS 4.8mM^ ^£5. ^ *flS*>$|t}-. 

<73> £ 2^#^§r ^1-^1 <fc ^^ £7 > 20mg/kgol *V 

59^. 



<74> 2) -g- 0>^^"A]^ Jrs). 

<76> ^-l-^^ol] A>-g-^-7l flSfl, ^j^o] 200~220g s]^ SD ^» ^ 8^]-^^ 

^£7> 20mg/kg°l 35.^ <5}^ ssl^^-i: ^f-tsfl ^A^c^^^r^-. 
<77> #71 ^ ^ 30€-ol ^u}-^ - 71151 ^ofl 2.- C48/80* lOmg/kg ^» 

«l-ol C48/80<H1 om-^^-A]^ *}--§- o_s. ^d-s}^ 7pll^l ^» ^^r}-. a>^s}- 

7l§-£ C48/80 ^ ^ lAl^V -^o> ^^Vfe-^fil ol«. S ^^op}, ^ ^]a>^ £3}* 

<78> 1] 





£ *^AJ ^ 








8/8 




tE£ei-t *t*| ^5.: 20nig/kg 


4/8 
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«0> V*^, ^^o. o>uj-^3^Al>h^ £ol HRF°fl ^ 4^1^ ^ 

«2> -SAM 2^ 2HH o>^^-Al^ o}*|] 2L3|-7>, ^ *| 

^J&§ ^iAl ?1 7] nfl^-^m rf^-jq- ^o] ^o}S>cgtf. 

«3> 2^ 2HH -a^o1| A>-g-^ ^ ^oflAi, ^o} 34. A>TS^7l # HI 

<84> ^ 4°C<H1 ^-Afl -g-ulAl^l :f , 3000rpm^]Ai l0£-# ^-gr 

^» *H 13-8- ^^4. ^ ^» 3*V ^fK^l 10«B~300wfl^l 

<85> [5. 2] 





* 


sgTrf-^i (ng/mA) 






2646.47 




^S=Bf# *|*| -fcvE: 20mg/kg 


301.08 
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«B -Sl^t)^ «J-#^o] 80% #dtS|-Sl4. 
=«> 4) ^ ^#<i 1^ HRF ^S.^ ^ 

hrf^ -s-ti] #^°n ^tb 4-s-^f ^-^1-534. 

°H ^lS. «l^g- 6^ #7l<3-§- A] tifl^7|- ^-j- 

^, 5£-# 12000rpm<HH ^^r^H #1^-5*4. 

3-, =L. £ 4ofl 4^584. 

<92> £ 4 ofl U|-Hf\+ tt><4 ^-o], 2^-§~i: ^^1^1 &JL 0>uf^^^ )£-§--§- ^ 

— ^ ^ ^ofM^ tflJHa- HRF^ «HJE.7} ^§1-711 3#5)&4. 

<93> tiVTg s^#^r #*i*l^H ^ "t^Hfe HRF «B = 7> 7i£) 

&#4. 



22-17 




Qx}: 2003/11/14 



94> 4^ C48/80O)) ^ #-§-6fl HRF7> #A*>7)1 ^-g-^ . 

2:^#^r HRF^ ^S-l- #^]?)5L, ^}^0_S, f>}^™±$] #^X|^_0 5.^ 

®5> C48/80^1 £\$: HRF ^»1^H ^ HRF ^ *]i^J^ 

#^]^ £.5.^, C48/80^11 ^Itb tiV-g-ofl o)^- SH£-§- ^U^] #±.X\ 

=96> 4^ ^^-o. HRFofl ^«fl -B-^^ <£z\x] ^ ^bW^I <W 
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1] 

2] 

^ SRr HRF ^-w] ^afl-g- s^-i- 

o 

Het J — S >CH 2 Het 2 



#7l Het 1 ^ > ^1-11, Het 2 ^ ^ °W , Rl ^ R2^ ^J^vf # 

3^, R 4 , R 5 ^ R 6 ^- #°l*Kn. ^1^1, ^^1=3.^1 «j h^sh 

3] 

^11 21H SH^i, ^^olnl^^l s^i-^ ^l = ef#, t££2}t, H]- till 

S.^, 0 1*^I -fl-JE^ ^^1 -f^M ^>q- °]#<9^r o. s ^ HRF £-«l ^ 
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4] 

f ^7}5L ^-R-SRr HRF ^Xl-§- 

5] 

X] 1*8" *4)*1 XI 4*J- ^ <^2=. *t *J-<H] &<H*1, HRF°fl ^Sfi -fHMfe- ^ £bJX| 

^ #*>*1, OV^^I^, H]^, £E^1^ 71^*1 £i£, °>JM^ 3£j^-^5Zf, 

6] 
7] 
8] 
91 

€ *>M- °1^1 3.33. f-fHj}^ HRF -g-al <3Xl-g- 3E^# 
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[^^g- 10) 



^2:^, «>>£*U§ tfJJjL^ ^Sj^ ^J- g 

[$^8" 11) 

lO^^l SU^H, m ^ ^>^i^ eflifj- ^ xlS-§- 2:^^- 

12] 

[^^J- 13) 
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[5L 1] 



g 



[5- 2] 



Cone, of C48/80 



C 2^g/me 4 fig/mt 6fig/mZ 8^g/m£ 10#g/m£ 




23 FCD HRF 



[£ 3] 



[£ 4] 



34h 



C48/80 



C : control 

1: C48/80 10tfg/m£ 

2: omeprazole 10 \M 

3: omeprazole 100jjv| 

4: omeprazole 10^4- C48/80 10#g/m£ 

5: omeprazole 100 4- C48/80 10#g/m£ 



+ C48/80 1 



HRF 
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